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25 K ft ^ /;/ if <^ tb $ d> o o 

GAH^#:f*. J^200kd(^^5':/ 
iJ' K (21 S ^ W i- ^ - 2)5 0^ ^ TiM:: o „ $ ^ 
tc, r<^J^2 0 0 kdO^i^^-?^®«x M0^)ia^® 
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2 0 0 k d^:>^^-^^gOT$ / Wt^m M ^ 
^^it|^T'#^6<j{-^m^ti,:fc2 0 0 k d ^ y y< 

fcH*i?^M^:tv^VA^ (nmMHCA) t Z 

<D 2 0 0 k do^vz-^^Mti — ifeu^ (gB^j^ogaa^ij 

#-§•17) o 

Z (D ^ ^ X \) . 20 0kd(D^>^y<^Ui^. nmM 
*fi. ^ m 1^ m ^ :t jy^ m m (nmMHC) jfiiii iZ ^ ^ 

0. 0 5%Twe e n 2 0^^tfPBST*^?ai^rHl 
— •^>'V'^f*^(Biomedical Techno 1 

o g i e sth) ^?^=f-e^?ai^rasf&$:feo fit^^jo 

V gG : ^< 4 ^ :^ ^ ) 

=iri;&^A/>^T-^>'HRP 1 0 0 0{3:T|gfe$-a: 

(DGAHin.i^{zX^^mit^mX*$3^. u->'4, 5 
^ t>* 6 ffl f- ^ fi i§ ^ ^ Jia <^ G A H ^ #: tJl 
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astainEl i teABC-eMttl. l^->'2S.r>* 

T'bGAH^#:t::it)J^2 00 k d (D ^ ^ % -T 

/j^^:)*)nmMHCA^5^?®$i^. IB3i?*ffllia-e(*. nm 

ft. o 

H m 2 nmMHCA5i ^ ^ <Sr ffi Ac M SE 
nmMHCA^ m^i^^-Of^M 

nmMHCAjt ^ ^ S HAl. 0 HALES (Robert S. Ade 

lsteinj;(Jtt^) Sr. ^JR5^^EcoRI(t5':«?7^>*-r:^ 

) -C ^ b fc „ — :^ . nmMHCAjt -fe ^ ^ #1 tf <^ 
{JfLm^liajt^^^-^^^^^^^ K-<i^^-pEFl/My 
c-HisB (-< :/tf h n i^a^^'^t) ^jlH^lC^JISS^^EcoR 

nmMHCAit ^^^^f^H-i:, pEFl/Myc-HisB8lf>i'^7-ry- 
Vai^U. h7:/;^7;^--?<-i^a:/UT. HAl.O^S: 
m^ii A/ 1t t» O (pEFlB-HAl.O^ ^ # HALES 

(^(pEFlB-HALESi:^#ttfc)^#y5:o nmMHC 
ft (S fL m «ffl flS ffi ^ - 1^ iH ti .pEFlB-HAl. 

^ia^J^OgB?iJ##l QOT'^^^-^fflVN. PCRS 
^^(Advantage cDNA PCR kit ^n:/-rs/^|t)Sr^f 
o/c, :i O P C R^«^SrKpnI-HA1.0-SpeIi:ife#ltACe 
- ;^ T' . pEFlB-HALES^ $lj PS ^ m Kpnl Spel ( V^ -f 
1) 7 :^ tfc ) {31 T ^ fir U o KpnI-HAl. 0-Spe I 
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^ pEFlB-HALES^J mmmWWi'^KnAh. ^^V^T';*va 

m m nm^ ^ n ^ it o #e>tb^iJ^o-vo7'7:^5 

K(??-^S/e:/:/«r=fTo-C. @6<J-efcS nmMHCA^ ^ % 

M m m m m ^ <D m 

Myc-HisB (-f \f h n i^^t) tCnmMHCAlt'e^^S:^ 

?^ ^ . m^vitr:^]}^^ V -f ^ B ^ ^ 1^ ^ 

COS-7^ J3S ( m :1b ;*C ^ AP ft^W^BffSfflSHSa^iJI'fe 

tfofCo iS^^^AUytjNeJiS^ 37°C ,5% COj # & T 
-C ^ 41 U > 48^ # — ^ m Jto US U T ^ 3^ tt 

l^^<??^®^^-fflv^^o^^lil^^*^*>3t^^^^A^. 37-c 

5% C02# T T i§ « U , V? 31 -7" G418 ( 

b o * fc . nmMHCA^ ^^:^^*^ffiV^fcK^^^f 9 1^ 
til. it^^^AiSfef^. m^J^S^^f^t-J:5^flat5fe'-<^ 

C0S-7<^mockj!iffl/l&^f^Sil-:^c, mock^liaf*. nmMHCAit 

^ Ka5^(pEFl/myc-HisB)0^^fflV^T> C0S-7^fia(C 

cos-7 1 m m ti: :^ m X' . n h ^ mis^m mmnci-ism 

# ) * ffi V^ fc nmMHCAjt ^^^A^J^^^^<^it®i<£rff 
o o HCT-15{^ *3 T t mockJNB /IS ill U ^fc o 
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GAH:tl^ ^ i: S 1^ 

C0S-7;Rt>'HCT-15<DnmMHCA— iSt^^3^jjfflJ3a t 0 m X 

y y T - ^ M X. X m ^ (mt!2^ m&50%) ^ 
5 5#^1^TV^. mm ^ V tc o ± m m v tc . 

y( ^ n ^ - Zf m 'L- m X ISOOOrpm 10^ ^ 'L- ^ B 

^nmm^'t^^^ti^. mmm i t m m k bca^ >- 

h (BCA protein Assay kit: l^T- 
$!l5<?5;fcfcRl^'fli±mf-ov>TSDS - PAGE (^/l^ 
15 0. 0 5 %Twe e n 2 OSr-^tfPBS. 0.0 5% sodium 

azide (fO^feM^tt) )^ X 1 ^W-r - h 

L . ^ nmMHCJt ^ :f ° v ^ :y ^ y r - X lOOf^ {;i 
^JKUT^?ai^KSl^?$iir^o S/^?^PBST( 0.05% T 
ween204: tp PBS) ^ ia 5 ^ W T o 3 HI U , ^ -i/ 

20 1^- ^ IgG-HRP^ m ^ #: HRPlH llfc # «5 y 7 r - ( 0 . 

1%-^ ^ ^ :/^-g-tfPBS)T*i500f§(;i#f? Ufc o ^ ^ 

?ai^rHis^£^$-^Aco s/^^^PBST-c-^ta 5 ^j^r^-fosm 

25 ft nmMHCAS XUMX ^ V - \ \% ^ ±. ^ . \^ - 1/ 
2 GAH^ ^tJfii-S^fejSitl^^. l^-i^S^t higst:: 

u - :x 5 « GAHm ^^t-J:5^iSEitl^i^. u-vet^it 
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^-:/lS0^2{^:*5V^T^^ 200KdO v K *s It IS $ 
iz. ti: o it o 

^:3^y^^:y-fvi y=ry(^^^ nmMHCA ^ ^ ^ 

3^ ^ St ^ Si IS 

COS-7. HCT-15*(;i^j^fij3l^^O^J^|g^^:RO^moc 
10 kSr,;^i5^^'l'^-^-l-<J:9llIi|Xb.SDS-PAGE 

?R#b;fco m m \^ fc > ^ <D :y y< ^ M M & ^ BCk 
protein Assay kitt^T^SU. ZtlK-z>\,^XSDS 
-PAGE (>{/'/V^S6%) , <>Jiy<.t?V:;^ns/h, 

15 t>* ^ nmMHCA >(*:(Cj:S1^m^*3;i/j:o;/t„ 

COS-7<^mo ck^SST' ft nmMHCA ;05 1tffi 
m^&^TX'h^(Di'li^\^^ nmMHCA^^^AtS^F 
L 1 1 X*ttnmMHCA^^Mn^<om 2 0 0 k d 
<D y< > }f m WS- ^ ± o *yt. HCT-15(c:ovNT 

20 mo c kjjiHJ!a-C?tt nmMHCA ;OS:^miJR^£iT"e 

h ^ (O M V . nmMHCA^^^^ttFLlRtKF 
L2(J:*5VN-CnmMHCA>6S1tm$H. ^^itiPL 
1 iZ < 6^Ti^V^;i 

ninMHCA1§3^j^aa^<£rfflV^yt^ - K"^ ^^M^M 

25 H^iglK-cO^;^^^ 

HCT-15 (D nmMHCA^ M ^ ^ ^ ^ h V ^ )V 

i7 V :y ^ y ^ V :y ^) (c^^U. % - Y :^ m 
$P-^T{C 5 X 10« cells/spot i^cfSJ:^ 2 @0f-r 
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^10% /j^/i^-^y^'-PBs \zm:\^x^^mmm^Wri^x 

y< y y ^ l^^)f<Dr^mRXJ^^'^ h ^ ]) - 3:- :^ 
V (HE) ^ ^ «r o yt o 

5 U . lOmM sodium citrate, pH6.0 buffer K ^ V X 

(600W ^ 3 HI) , 30 

^^^?a*J[ftbT^?&b;fe^ 5%(w/v)BSA-PBSAz m 
WLK 1 IS U , If' :^ ^ ^ Iffi F(ab')2 -fk GAH fei 
-^66^ g/ml. $) 6 V^ n \f :t =f- VlifSj^unrnMHC^^lOOjii 
10 g/inl^37°C-C2B#^W i^^^^ - h ^V^T:^ h U 

7'hTlfv?>'PerCP(^i^H>^7''-f^;/=3f.vy:/^) ^ 

|g 2. # 5^ «^ ^ ^ ^ T T- 30^ S IS $ ^i: ife , Sit? 

m r ^ D >' ^< m ^ "Ik %mmmBx-5o^ m X ^ 

15 ^^^^2llI{;i^i-o GAH^^^:^i. *f M i: U T ffl V^ 

ft mockm m <D m U W )i (Mock) tb , nmMHCA5^^^ 
^t5feomi^^>T- (FLl. FL2 , FL7 ) til ^ U T . 3S V^ 
#fe^^S::^b^o ^ nmMHC^ fls . nmMHCA 

20 ^tltCo ^ft. fet nmMHCA ^ O ^ ^ ^ tfe . GAH^ 

^ (D ^ ^ X «9 . nmMHCA(??^A{-J; 9*aife^>T* 

nmMHCA^ ^^m^/lSl^^fflV>fc G AHfit ^ ^ ^ <fe g JiS 

25 

nmMHCA^ :3?-K-=? 
•J^i^WSP^Tt- 5 X 10® cells/spot^ T^jj^ip 2 

JNH ^ U T ffl 5^ jSB J!& ^ Si U ^ o FITC^gifcGAH ^ flc , 



wo 2004/089984 



PCT/JP2003/012732 



24 

ml t^J:?>^O^^Vlto tife: FITC nmMHC 

^5T:#:,fe5VN{i FITC ^fi6l>i^^ IgG $rt hjf[L»T- 
5 50 IX g/ml t^i^X^^^V-ft, Zfl^CDl^ii^m^^ 

-fr^o^^&iS^T^ 0. 1% sodium azid 

^ :^ y BD-LSR ^ m X u T <D m ^ y - 

FACSf low h^-^-#M''^^^;':7T-) 

i^^b. ^jNHiiasfflt-^sftsseiiai^sifco^^FiTc^ 

15 %^&(D^i^m^i^^f^o l^^f^TT*aiJ3tbAci*g'g'FI 
TC^ ^iCfE^(^MiP^^t*-X (:7a-i^^ 

^ b . ^g. ^ JfSf O ^ ^ ^ ^ ¥ lit «r M FITC* 1^ ^ 
Uyt, $?>(C#?jtl/fcflS^#FITC^?a^^<^ F/Plii 
20 XW\^XiljiWf^'^^k\.1t„ 

^$^^^3ia^t>*^4|l|{J::^i-„ C0S-7S.t/HCT-15 
^ {C nmMHCA^ ^ ^ *5 V^ T mock^ US it T G 

;ioM*<k?), nmMHCA<Sr#Ai-5ri:t::i9. 
|IJ6^?»J 3 ^nrnMHCA^r^ Kfit^^f-J; S^flS^SS 

<^ ?i ^ 
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nmMHCAO^T'^ h' U ^ ^ X' h ^ M ^ ^ <D ^ m 
#2 0. 2 1 R XJ^ 2 2<D^7'5^K«r'^^U> Keyhole 
Limpet Ha e m o c y a n i n (KLH) iZ^^^^X^-^^K 
^^^^ j,j^^^^jj^y ^ u^-t/v^i^^i^ 

^ ^ ^ ^ Zf V > (/*-■^/^^7-t^aE^I gG 

mliilliiSib. MKN4 50it^ilJja5:T>'MKN4 5 

;^?$-frifeo PBS-Cl(Elifc?^Uyt^. PlSr-^tfPB 
Stfjt?7n— f-^ h ^ ^ (LSR : ^ ^ Y f ^ y 

<D5pi^<^^i^;^/l/iC (mean^ii) ^ik^X^^WmX*it 

m \^ it . 

20 JiSm^m 5 ElfC^i-o A, BS t>*C«#mninMHCA'<>^^ 

l^^m-To mm^. (mean^ii) t^hMf^CO 

h-(!:>^^<r>y'^y^^7 ^ Kfi^(BG)^llU5lv^;fe^^i[^^•ro 

m^(r>j\.m(n> r^^j « mkn45^ ^ JJS , r^fitj «mkn4 

^tl/^**T,<0fet'f!{:T'MKN4 5i§^}Nflflat-*l'UTMKN4 5 
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Z. (D ^ ^ X t) , nmMHCA^ 7'^K(05*?^ gH3?IJ^©IB 
# 2 0 . 2 1 S. t>* 2 2 T- ^ b $P ^ SB ?|J . *iB flS 
5 ^ ffi ^ L T 5 c 0^ ^ o , $ b . 

MKN4 5<D^r^mizx ^ ^ V tc m fi^ X' . 

MKN4 5mmm]l^i^it-<X. iB^J^©Sa3?'J#-^2 0. 
2 i:Rt>'2 2-C-^Uyfc$Pt5>ga^J<^#«fij55 1t*DUT 
v^ ^ ^ ^ i: o o 

10 

t h JSB J!a t^c Caco-2, DLD-1 RXJ^ SW620 American 

Type Culture Collection i 0 A^U^o t h:*:l&3ffi*fflfla** 

15 wiDr-Tc :Rt/t h^ii^j^iia* TE-8 ^ M At ^ M m w ^ m 
mmmi^^m-^ > ^ - X ^ vtc , t h ni&mfii^w hsc-s. 

MKN-l, MKN-45:Rt>*t h Ji^ m ^ *ffl flS SW837 it^m^^m^ 
mt^^A^Vfto B37 «Biia»ttt hP^Si!?. 

20 ^^^^BQjTLMAaiJ^ 

^m^^l^mf^^mm^t^o F(ab')2<k GAH FITC xmwi 

L . F(ab')2 GAH O ^ 5 0 M g/ml b *± -e 1 

mRjt^'t^:itsi^i^Mmmi(D:^mKV^ox^ ^m^Mim 

iD-r^\^. FITC ■^*<0:$>;6^oTV^^m)t77^:y:J':^(Flow 
Cytometry Standard) t UTfflV>^4{liUfCo 
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F(ab')2 GAH ^^^^^fflV^. E P ^ ^ 1 1 7 4 1 2 6 

®[ b ys: o -f- ^'jJ t> *> /V' ^ h ^ 7 ;j- :^ 7 r ^ =« y 

-f'/V'"7;a-;5^7r^i^/^^^>' — ^^^-^ (i 8/1 0/0. 
5 ^/i-it) *^?>'J&'5JJi!eiS'a-i^, ^^45000(^jKy^ 

y =i-/WSI#^ (PEG) St;^ F(ab')2 GAH ^ ^ijc ffl Vn 

y /nf :/ ( DXR) m y V — J^^m^i'tco #5>tb 

it^ M> / ]) ^ y — i'i'^^^^ I 2 SnmT&^^l 6 Onnj-efe^. 
F(ab')2 -ft: GAH PEG /DXR/ Jli K O »lt « 0. 2 : 0. 8 : 

1:10 (aatb) X'^oito 

*fi.m^k in vivo jjtia^fei^offiga 

OWSi^^-^^Tt^^W (Bennett et al. , 1985 Cancer Res 45 : 
4963-4969) U , S S J: 9 DXR. -fi^ / U/J^y-A^r (DXR«^ 
^ai:bT3mg/kg) Sgf^MitJljl^fc^t-SlHllS^ 
Uysio 2 2 0 @{::«I^JU. Mmill3^<^mSS:»"J;£b^„ 1^14 

(1 - ^j^jMfipo^^jS3^m»/ii?tt^RSs^<^^*sffi0M 

*) X 1 0 0 

f^^^m e m^^^To mmnmmmmnMm (%) 

m^mt>i-o 1. Caco-2; 2, DLD-1; 3, HSC-3; 4, SW620; 5, 
SW837; 6, MKN-1; 7, B-37; 8. MKN-45; 9. TE-8; 10, WiDr-Tc. 
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mmm 5 F(ab')2 it gah ijii^ (d m 

MKN45 B^^l^T'U'- 

1^m^<0 A ^ ft y 7 :^ =i \^ MKN45 JN8J3S*^^SU. COg^ 

iy l^m^^ ( h V y 1:250 (7=^ :7 =1 a) 2. 5g Na2 EDTA 

( ^ tt ) 0. 2g ^ PBS t? ^ *^ U . lOOOmL t -f" 5 ) ^ *0 U 
T^BSa SrSUHt ^ -It. m'L-'^i^ t ^ o ^ 'L^ # . _h m ^ ^ t . tf 

lOO/xL-foJPx.. 2 0^^#fSo e73:/KDJt^?R^^#. 
PBS ^ # 31 /l^ 200 M L -f o So X. T . <lr 1^ < o ^Ai^ . "7 

^ /V M, r /i^ f \^ K ^ IK ^ ^ i> 3^ t:: 150 ^ L •r^tox.x. ^ 
9 o BSA ( ^ th) <Sr # 31 /i- 200 /X L T o;«jp X. . 

F(ab')2 it GAH ^ ^ 1 X 10« m ^ /mL tf ^ 2p IS . ^ 

skmr /i^y ^ (v-ij^^tfc) ig%PBST*#f?uyt^frfi?ise 
^(D ^ ly y< ^ m m ^ <D m.m m i e ^pjii-t-^o 
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X5> -H^ iTT TPQ 


(m^/mL) 




(ng/mL) 


mmmm i 


1000 


KJf£^^?^ 1 


1000 


mmmm 2 


500 


ti^)|sf^^s 2 


500 


mmmm 3 


250 


3 


250 


mm^m 4 


125 




125 


^p^?^ 5 


62. 5 


^Jfsl-^^^ 5 


62. 5 


6 


31. 25 


K5|s^^^ 6 


31. 25 



■f h O 31 /KD ^R 1^ # . PBS 200 M L ^ l> 31 *D 
X., ?^^^<^f^^5[Hltf9o #^^^S.t>'K5isf^?^5rl'j7 
5 31 $> ^) 50 M L -f o SO b . Sr'C T-2^^#a^. 

< , PBS 200jLiL^#!>3i/^J-*P;t. ?Str^<iSlf^^5[HltT5o 

mWL ( * ^ ) 50 M L . ^ 31 :!jD ^ T 37''C T- 1 M 
#ei-5„?S4rl^%.^i^?S 200 MLfSr«-!>ni/w{;::*D:t"C. 37\: 
10 -esd^b IO^PpI^®^, ?^^^<. gfe?^?^ 200 ML^ 

#^73i/Kcj!jp;t-C^^Sr^<^f^^ b mWk ^ Mir , 

;v\7Lm .mit\^x m.M,x- 2 ^mi^m.'t ^ 100 

15 -rr^^ri-^u — hV--^^— "km^f^X^S: 490nm 3t t>' 650nm 

*3 -5 # ^7 31 /KO gft ^ S Al A2 <S: ^ U . (Al— A2) ^ 

^ >?) 5 o 

#|$llit;iM2p^*SoiiS. «if $4 ^ © K ^ S (Al- A2) 
20 # K 5|Sf ^ 1 mL^ t) <0 # (m-ia/mL) «r ^ » . 

^e^Mm, M'^^tt<^;trflfi;65o. 8d-f>l. 2xi 
0 ^^-a/m g OF(ab')2 -ft GAH gt«i:S:^V^S C 
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^ m X* :Sb ^ :i ^ f? ^ir o , 

5 ^^^tsm.m<Dmm7!)^'^mxh^o 



10 



/^:Jo.2(5:ttlM«. B2(c#fFffim #®2002-2 91 9 
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^ojNBSS^®<^#^&fi:;05iiJ^,0LTv^Sft^«l36^e>3ov^T 
tu Js: IB ^ <^ *L M o 

dMC IB «fe O ^ J!g o 

1 f)^ h 6 ov^-ftv^^^^:|B^o^ll, 
*>-5l«^^ 1 h 7 ov^-ft^*M^:|S^o^J®o 
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13^ o 

1 0 . ^ ^ wmn<o ci^mmmmff^^mm<om^\^^ 1 
7<DN^i^mt^(o. 6 0 0 nmu^ I 9 6 0 ^mt. V (D^m 

1 1 . ^? ^ ® BE <^ C 5l5 Sjg ffi!) SB *5 gB ^ <^ SB # 2 

13. ST:#:-efc5lt^«12lc|E«fe<^y:<f:^K„ 

1 4. ^y^n-^/W^#:X*&6lf^3Sl 2Xtil 3l;i|Eil 

15. "e/^xj— -i-jutTii^ai^s th^y^n— ':^/v^^-r-*> 

1 50V>ftl/3&Mc|B«fe<^)y ^ Ko 

17. W?S. ?L^, ;^-J® «5X«^51«ST*feStt^3gi 
6{c|S^oy:^:/K, 

18. am<^@^^^^{-. iB^J^OSH^J##l. 2Jlt>*3 
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]S1 7 <D ti i!)^ tS, m <0 V :if y h' o 

2 0. ff*3^l 2*^e>l 9 (D -r tiib^ K t& m. <o V ^ :y 

2 1. ^-y5'x>fi^^j^i*^J-efeSffji^^2 0fii|5«oig 

2 2. ^#llSlX«5lS«HilS^^5'->/5' h ^•t-Slf^^2 
0X1* 2 l<^VN-ftbd>{2:|5^<^)^^m^^« 

2 3. ^^^j. ^M^ts^^/^-^iJ'W. mm . X 
it m m m T ^ y h-^^^m-r^m^^2ot>^2 

24. ^^^JT♦fe'5lt*^20^^^2 3OV^i»^^*MC 

26. !;7Ky-A<S^^#'t■^lt*:^20*>pJ25OV^ 
2 7. ff^^l 2;5^e>l 9<7>V>-ftl/7&MC|E^<^y:^i^ 
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2 8. mmuxi^ismmt:ii!^m&3i^mmir?>mmm2 

5 

2 9. w m s %m . :kmmxn^^mx'h^m 

3 0. -^^^j. mm. r y( h - ^ X n uRim ^ m ^ 

10 ■^^^■'5^*382 7 f)^ h 2 9 (D -f ti K td. m <0 

3 1. 1 h 1 l<^v^-fi^;&M^:|B«feo^J[^Sr^mu-C 

20 i-5^fec 

V :tf V' (o ^ mm m ^ <D m ^ m . o. sxio^m^a/ 

mg3&^^2. OxlO«#<a:/'mg'Cfc2)ft^«12d»f>l 
25 9 (75 V> -r *v ;5MC|3 *fe O y K o 

34. 0. TxlO^^fi/mgd^bl. 5X 

10«¥^/mg. 0. 7XlO«^^/mg/5^^1. 3X1 
O^^-fc/rngXttO. 8XlO^^<&/mgd^bl. 2x1 
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0^^i<L/mgX*h^m^^l 2 i)> (b 1 9 (D -f tl i)^ iZ U ^ 



5 



35, 'i^ ^ f)^ . 0. 8XlO^¥{4/nig;5^^1. 2X 
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1/6 



o 

CQ 



-K- 

1^ 



1.0E+05 
9.0E+04 
8.0E+04 
7.0E+04 
6.0E+04 
5.0E+04 
4.0E+04 
3.0E+04 
2.0E+04 
1.0E+04 
O.OE+00 




j$^MKN45$ifl^ ^m^^MKmsmn^ 
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^ 2. d 
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HE 



Mock 



FLl 



FL2 



FL7 



GAH St* 



nmMHC iilW 
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3/6 



mm 



1.5E+05 
^ 1.0E+05 
g 5.0E+04 

O.OE+00 



HCT-15 
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SEQUENCE LISTING 

<110> MITSUBISHI PHARMA CORPORATION 

<120> Antibody recognition antigen 

<130> 03038W00 

<150> JP 2002-291953 
<151> 2002-10-04 

<160> 22 

<170> Patentin version 3.1 

<210> 1 
<211> 9 
<212> PRT 

<213> Homo sapiens 
<220> 

<223> Inventor : Hi rakawa, Youko; Niki, Hisae; Oike Shinsuke 

Inventor :Tagawa, Toshiaki; Hosokawa, Saiko; Yoshiyana, Yoshiko 

<400> 1 

He Ser Ser Cys Gly Phe Tyr Trp Asn 
1 5 

<210> 2 
<211> 12 
<212> PRT 

<213> Hobo sapiens 
<400> 2 

He Gly Tyr He Tyr Tyr Ser Gly Ser Thr Tyr Tyr 
15 10 

<210> 3 
<211> 9 
<212> PRT 

<213> Hoao sapiens 
<400> 3 

Ser Thr Arg Leu Arg Gly Ala Asp Tyr 
1 5 

<210> 4 
<211> 17 
<212> PRT 

<213> Homo sapiens 
<400> 4 

Lys Ser Ser Gin Ser Val Leu Tyr Asn Ser Asn Asn Lys Lys Tyr Leu 

15 10 15 

Ala 

<210> 5 
<211> 7 
<212> PRT 

<213> Homo sapiens 
<400> 5 

Trp Ala Ser Thr Arg Glu Ser 
1 5 

<210> 6 
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<211> 9 
<212> PRT 

<213> Hobo sapiens 
<400> 6 

Gin Gin Tyr Tyr Ser Thr Pro Trp Thr 
1 5 

<210> 7 
<211> 119 
<212> PRT 

<213> Homo sapiens 
<400> 7 

Gin Val Gin Leu Gin Glu Ser Gly Pro Gly Leu Val Lys Pro Ser Gin 

1 5 10 15 

Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Gly Ser He Ser Ser Cys 

20 25 30 

Gly Phe Tyr Trp Asn Trp He Arg Gin His Pro Gly Lys Gly Leu Glu 

35 40 45 

Trp He Gly Tyr He Tyr Tyr Ser Gly Ser Thr Tyr Tyr Asn Pro Ser 

50 55 60 

Leu Lys Ser Arg Val Thr He Ser Leu Asp Thr Ser Lys Ser Gin Phe 
65 70 75 80 

Ser Leu Lys Leu Ser Ser Leu Thr Ala Ala Asp Thr Ala Val Tyr Tyr 

85 90 95 

Cys Ala Arg Ser Thr Arg Leu Arg Gly Ala Asp Tyr Trp Gly Gin Gly 

100 105 110 

Thr Met Val Thr Val Ser Ser 
115 

<210> 8 
<211> 114 
<212> PRT 

<213> Hobo sapiens 
<400> 8 

Asp He Val Met Thr Gin Ser Pro Asp Ser Leu Ala Val Ser Leu Gly 

15 10 15 

Glu Arg Ala Thr He Asn Cys Lys Ser Ser Gin Ser Val Leu Tyr Asn 

20 25 30 

Ser Asn Asn Lys Lys Tyr Leu Ala Trp Tyr Gin Gin Lys Pro Gly Gin 

35 40 45 

Pro Pro Lys Leu Leu He Tyr Trp Ala Ser Thr Arg Glu Ser Gly Val 

50 55 60 

Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr 
65 70 75 80 

He Ser Ser Leu Gin Ala Glu Asp Val Ala Val Tyr Tyr Cys Gin Gin 

85 90 95 

Tyr Tyr Ser Thr Pro Trp Thr Phe Gly Gin Gly Thr Lys Val Glu He 
100 105 110 

Lys Arg 

<210> 9 

<211> 8 

<212> PRT 

<213> Homo sapiens 

<400> 9 

Leu Val Trp Val Pro Ser Asp Lys 
1 5 



<210> 10 
<211> 16 
<212> PRT 
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<213> Homo sapiens 
<400> 10 

Val Ser His Leu Leu Gly He Asn Val Thr Asp Phe Thr Arg Gly He 
15 10 15 



<210> 11 

<211> 12 

<212> PRT 

<213> Homo sapiens 

<400> 11 

Glu Gin Ala Asp Phe Ala He Glu Ala Leu Ala Lys 
15 10 



<210> 12 

<211> 17 

<212> PRT 

<213> Homo Sapiens 

<400> 12 

Asp Val Asp Arg He He Gly Leu Asp Gin Val Ala Gly Met Ser Glu 
15 10 15 



Thr 



<210> 13 

<211> 15 

<212> PRT 

<213> Homo Sapiens 

<400> 13 

Thr Glu Leu Glu Asp Thr Leu Asp Ser Thr Ala Ala Gin Gin Glu 
15 10 15 



<210> 14 

<211> 12 

<212> PRT 

<213> Homo Sapiens 

<400> 14 

Ala Leu Glu Ser Gin Leu Gin Asp Thr Gin Glu Leu 
15 10 



<210> 15 

<211> 16 

<212> PRT 

<213> Homo Sapiens 

<400> 15 

Ser Met Glu Ala Glu Met He Gin Leu Gin Glu Glu Leu Ala Ala Ala 
15 10 15 
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<210> 16 
<211> 17 
<212> PRT 
<213> Homo Sapiens 

<400> 16 

Arg Arg Leu Glu Ala Arg He Ala Gin Leu Glu Glu Glu Leu Glu Glu 
15 10 15 

Glu 



<210> 17 

<211> 1960 

<212> PRT 

<213> Homo Sapiens 

<400> 17 

Met Ala Gin Gin Ala Ala Asp Lys Tyr Leu Tyr Val Asp Lys Asn Phe 
15 10 15 



He Asn Asn Pro Leu Ala Gin Ala Asp Trp Ala Ala Lys Lys Leu Val 
20 25 30 



Trp Val Pro Ser Asp Lys Ser Gly Phe Glu Pro Ala Ser Leu Lys Glu 
35 40 45 

Glu Val Gly Glu Glu Ala He Val Glu Leu Val Glu Asn Gly Lys Lys 
50 55 60 

Val Lys Val Asn Lys Asp Asp He Gin Lys Met Asn Pro Pro Lys Phe 
65 70 75 80 



Ser Lys Val Glu Asp Met Ala Glu Leu Thr Cys Leu Asn Glu Ala Ser 
85 90 95 



Val Leu His Asn Leu Lys Glu Arg Tyr Tyr Ser Gly Leu He Tyr Thr 
100 105 110 

Tyr Ser Gly Leu Phe Cys Val Val He Asn Pro Tyr Lys Asn Leu Pro 
115 120 125 



He Tyr Ser Glu Glu He Val Glu Met Tyr Lys Gly Lys Lys Arg His 
130 135 140 



Glu Met Pro Pro His He Tyr Ala He Thr Asp Thr Ala Tyr Arg Ser 
145 150 155 160 



Met Met Gin Asp Arg Glu Asp Gin Ser He Leu Cys Thr Gly Glu Ser 
165 170 175 



Gly Ala Gly Lys Thr Glu Asn Thr Lys Lys Val He Gin Tyr Leu Ala 
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180 185 190 

Tyr Val Ala Ser Ser His Lys Ser Lys Lys Asp Gin Gly Glu Leu Glu 
195 200 205 

Arg Gin Leu Leu Gin Ala Asn Pro He Leu Glu Ala Phe Gly Asn Ala 
210 215 220 

Lys Thr Val Lys Asn Asp Asn Ser Ser Arg Phe Gly Lys Phe He Arg 
225 230 235 240 

He Asn Phe Asp Val Asn Gly Tyr He Val Gly Ala Asn He Glu Thr 
245 250 255 

Tyr Leu Leu Glu Lys Ser Arg Ala He Arg Gin Ala Lys Glu Glu Arg 
260 265 270 

Thr Phe His He Phe Tyr Tyr Leu Leu Ser Gly Ala Gly Glu His Leu 
275 280 285 

Lys Thr Asp Leu Leu Leu Glu Pro Tyr Asn Lys Tyr Arg Phe Leu Ser 
290 295 300 

Asn Gly His Val Thr He Pro Gly Gin Gin Asp Lys Asp Met Phe Gin 
305 310 315 320 

Glu Thr Met Glu Ala Met Arg He Met Gly He Pro Glu Glu Glu Gin 
325 330 335 

Met Gly Leu Leu Arg Val He Ser Gly Val Leu Gin Leu Gly Asn He 
340 345 350 

Val Phe Lys Lys Glu Arg Asn Thr Asp Gin Ala Ser Met Pro Asp Asn 
355 360 365 

Thr Ala Ala Gin Lys Val Ser His Leu Leu Gly He Asn Val Thr Asp 
370 375 380 

Phe Thr Arg Gly He Leu Thr Pro Arg He Lys Val Gly Arg Asp Tyr 
385 390 395 400 

Val Gin Lys Ala Gin Thr Lys Glu Gin Ala Asp Phe Ala He Glu Ala 
405 410 415 

Leu Ala Lys Ala Thr Tyr Glu Arg Met Phe Arg Trp Leu Val Leu Arg 
420 425 430 

He Asn Lys Ala Leu Asp Lys Thr Lys Arg Gin Gly Ala Ser Phe He 
435 440 445 
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Gly He Leu Asp He Ala Gly Phe Glu He Phe Asp Leu Asn Set Phe 
450 455 460 

Glu Gin Leu Cys He Asn Tyr Thr Asn Glu Lys Leu Gin Gin Leu Phe 
465 470 475 480 

Asn His Thr Met Phe He Leu Glu Gin Glu Glu Tyr Gin Arg Glu Gly 
485 490 495 

He Glu Trp Asn Phe He Asp Phe Gly Leu Asp Leu Gin Pro Cys lie 
500 505 510 

Asp Leu He Glu Lys Pro Ala Gly Pro Pro Gly lie Leu Ala Leu Leu 
515 520 525 

Asp Glu Glu Cys Trp Phe Pro Lys Ala Thr Asp Lys Ser Phe Val Glu 
530 535 540 

Lys Val Met Gin Glu Gin Gly Thr His Pro Lys Phe Gin Lys Pro Lys 
545 550 555 560 

Gin Leu Lys Asp Lys Ala Asp Phe Cys He He His Tyr Ala Gly Lys 
565 570 575 

Val Asp Tyr Lys Ala Asp Glu Trp Leu Met Lys Asn Met Asp Pro Leu 
580 585 590 

Asn Asp Asn He Ala Thr Leu Leu His Gin Ser Ser Asp Lys Phe Val 
595 600 605 

Ser Glu Leu Trp Lys Asp Val Asp Arg He He Gly Leu Asp Gin Val 
610 615 620 

Ala Gly Met Ser Glu Thr Ala Leu Pro Gly Ala Phe Lys Thr Arg Lys 
625 630 635 640 

Gly Met Phe Arg Thr Val Gly Gin Leu Tyr Lys Glu Gin Leu Ala Lys 
645 650 655 

Leu Met Ala Thr Leu Arg Asn Thr Asn Pro Asn Phe Val Arg Cys He 
660 665 670 

He Pro Asn His Glu Lys Lys Ala Gly Lys Leu Asp Pro His Leu Val 
675 680 685 

Leu Asp Gin Leu Arg Cys Asn Gly Val Leu Glu Gly He Arg He Cys 
690 695 700 

Arg Gin Gly Phe Pro Asn Arg Val Val Phe Gin Glu Phe Arg Gin Arg 
705 710 715 720 
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Tyr Glu He Leu Thr Pro Asn Ser lie Pro Lys Gly Phe Met Asp Gly 
725 730 735 

Lys Gin Ala Cys Val Leu Met He Lys Ala Leu Glu Leu Asp Ser Asn 
740 745 750 

Leu Tyr Arg He Gly Gin Ser Lys Val Phe Phe Arg Ala Gly Val Leu 
755 760 765 

Ala His Leu Glu Glu Glu Arg Asp Leu Lys He Thr Asp Val He He 
770 775 780 

Gly Phe Gin Ala Cys Cys Arg Gly Tyr Leu Ala Arg Lys Ala Phe Ala 
785 790 795 800 

Lys Arg Gin Gin Gin Leu Thr Ala Met Lys Val Leu Gin Arg Asn Cys 
805 810 815 

Ala Ala Tyr Leu Lys Leu Arg Asn Trp Gin Trp Trp Arg Leu Phe Thr 
820 825 830 

Lys Val Lys Pro Leu Leu Gin Val Ser Arg Gin Glu Glu Glu Met Met 
835 840 845 

Ala Lys Glu Glu Glu Leu Val Lys Val Arg Glu Lys Gin Leu Ala Ala 
850 855 860 

Glu Asn Arg Leu Thr Glu Met Glu Thr Leu Gin Ser Gin Leu Met Ala 
865 870 875 880 

Glu Lys Leu Gin Leu Gin Glu Gin Leu Gin Ala Glu Thr Glu Leu Cys 
885 890 895 

Ala Glu Ala Glu Glu Leu Arg Ala Arg Leu Thr Ala Lys Lys Gin Glu 
900 905 910 

Leu Glu Glu He Cys His Asp Leu Glu Ala Arg Val Glu Glu Glu Glu 
915 920 925 

Glu Arg Cys Gin His Leu Gin Ala Glu Lys Lys Lys Met Gin Gin Asn 
930 935 940 

He Gin Glu Leu Glu Glu Gin Leu Glu Glu Glu Glu Ser Ala Arg Gin 
945 950 955 960 

Lys Leu Gin Leu Glu Lys Val Thr Thr Glu Ala Lys Leu Lys Lys Leu 
965 970 975 

Glu Glu Glu Gin He Hp. Lp.h Glu Ai^p Gin Asn Cy-s Lys Leu Ala Lys 
980 985 990 
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Glu Lys Lys Leu Leu Glu Asp Arg He Ala Glu Phe Thr Thr Asn Leu 
995 1000 1005 

Thr Glu Glu Glu Glu Lys Ser Lys Ser Leu Ala Lys Leu Lys Asn 
1010 1015 1020 

Lys His Glu Ala Met He Thr Asp Leu Glu Glu Arg Leu Arg Arg 
1025 1030 1035 



Glu Glu Lys Gin Arg Gin Glu Leu Glu Lys Thr Arg Arg Lys Leu 
1040 1045 1050 



Glu Gly Asp Ser Thr Asp Leu Ser Asp Gin He Ala Glu Leu Gin 
1055 1060 1065 



Ala Gin He Ala Glu Leu Lys Met Gin Leu Ala Lys Lys Glu Glu 
1070 1075 1080 



Glu Leu Gin Ala Ala Leu Ala Arg Val Glu Glu Glu Ala Ala Gin 
1085 1090 1095 



Lys Asn Met Ala Leu Lys Lys He Arg Glu Leu Glu Ser Gin He 
1100 1105 1110 



Ser Glu Leu Gin Glu Asp Leu Glu Ser Glu Arg Ala Ser Arg Asn 
1115 1120 1125 



Lys Ala Glu Lys Gin Lys Arg Asp Leu Gly Glu Glu Leu Glu Ala 
1130 1135 1140 



Leu Lys Thr Glu Leu Glu Asp Thr Leu Asp Ser Thr Ala Ala Gin 
1145 1150 1155 

Gin Glu Leu Arg Ser Lys Arg Glu Gin Glu Val Asn He Leu Lys 
1160 1165 1170 



Lys Thr Leu Glu Glu Glu Ala Lys Thr His Glu Ala Gin He Gin 
1175 1180 1185 

Glu Met Arg Gin Lys His Ser Gin Ala Val Glu Glu Leu Ala Glu 
1190 1195 1200 

Gin Leu Glu Gin Thr Lys Arg Val Lys Ala Asn Leu Glu Lys Ala 
1205 1210 1215 



Lys Gin Thr Leu Glu Asn Glu Arg Gly Glu Leu Ala Asn Glu Val 
1220 1225 1230 

Lys Val Leu Leu Gin Gly Lys Gly Asp Ser Glu His Lys Arg Lys 
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1235 1240 1245 

Lys Val Glu Ala Gin Leu Gin Glu Leu Gin Val Lys Phe Asn Glu 
1250 1255 1260 

Gly Glu Arg Val Arg Thr Glu Leu Ala Asp Lys Val Thr Lys Leu 
1265 1270 1275 

Gin Val Glu Leu Asp Asn Val Thr Gly Leu Leu Ser Gin Ser Asp 
1280 1285 1290 

Ser Lys Ser Ser Lys Leu Thr Lys Asp Phe Ser Ala Leu Glu Ser 
1295 1300 1305 

Gin Leu Gin Asp Thr Gin Glu Leu Leu Gin Glu Glu Asn Arg Gin 
1310 1315 1320 

Lys Leu Ser Leu Ser Thr Lys Leu Lys Gin Val Glu Asp Glu Lys 
1325 1330 1335 

Asn Ser Phe Arg Glu Gin Leu Glu Glu Glu Glu Glu Ala Lys His 
1340 1345 1350 

Asn Leu Glu Lys Gin He Ala Thr Leu His Ala Gin Val Ala 
1355 1360 1365 

Met Lys Lys Lys Met Glu Asp Ser Val Gly Cys Leu Glu Thr Ala 
1370 1375 1380 

Glu Glu Val Lys Arg Lys Leu Gin Lys Asp Leu Glu Gly Leu Ser 
1385 1390 1395 

Gin Arg His Glu Glu Lys Val Ala Ala Tyr Asp Lys Leu Glu Lys 
1400 1405 1410 

Thr Lys Thr Arg Leu Gin Gin Glu Leu Asp Asp Leu Leu Val Asp 
1415 1420 1425 

Leu Asp His Gin Arg Gin Ser Ala Cys Asn Leu Glu Lys Lys Gin 
1430 1435 1440 

Lys Lys Phe Asp Gin Leu Leu Ala Glu Glu Lys Thr He Ser Ala 
1445 1450 1455 

Lys Tyr Ala Glu Glu Arg Asp Arg Ala Glu Ala Glu Ala Arg Glu 
1460 1465 1470 

Lys Glu Thr Lys Ala Leu Ser Leu Ala Arg Ala Leu Glu Glu Ala 
1475 1480 1485 
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Met Glu Gin Lys Ala Glu Leu Glu Arg Leu Asn Lys Gin Phe Arg 
1490 1495 1500 

Thr Glu Met Glu Asp Leu Met Ser Ser Lys Asp Asp Val Gly Lys 
1505 1510 1515 

Ser Val His Glu Leu Glu Lys Ser Lys Arg Ala Leu Glu Gin Gin 
1520 1525 1530 

Val Glu Glu Met Lys Thr Gin Leu Glu Glu Leu Glu Asp Glu Leu 
1535 1540 1545 

Gin Ala Thr Glu Asp Ala Lys Leu Arg Leu Glu Val Asn Leu Gin 
1550 1555 1560 

Ala Met Lys Ala Gin Phe Glu Arg Asp Leu Gin Gly Arg Asp Glu 
1565 1570 1575 

Gin Ser Glu Glu Lys Lys Lys Gin Leu Val Arg Gin Val Arg Glu 
1580 1585 1590 

Met Glu Ala Glu Leu Glu Asp Glu Arg Lys Gin Arg Ser Met Ala 
1595 1600 1605 

Val Ala Ala Arg Lys Lys Leu Glu Met Asp Leu Lys Asp Leu Glu 
1610 1615 1620 

Ala His He Asp Ser Ala Asn Lys Asn Arg Asp Glu Ala He Lys 
1625 1630 1635 

Gin Leu Arg Lys Leu Gin Ala Gin Met Lys Asp Cys Met Arg Glu 
1640 1645 1650 

Leu Asp Asp Thr Arg Ala Ser Arg Glu Glu He Leu Ala Gin Ala 
1655 1660 1665 

Lys Glu Asn Glu Lys Lys Leu Lys Ser Met Glu Ala Glu Met He 
1670 1675 1680 

Gin Leu Gin Glu Glu Leu Ala Ala Ala Glu Arg Ala Lys Arg Gin 
1685 1690 1695 

Ala Gin Gin Glu Arg Asp Glu Leu Ala Asp Glu He Ala Asn Ser 
1700 1705 1710 

Ser Gly Lys Gly Ala Leu Ala Leu Glu Glu Lys Arg Arg Leu Glu 
1715 1720 1725 

Ala Arg He Ala Gin Leu Glu Glu Glu Leu Glu Glu Glu Gin Gly 
1730 1735 1740 
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Asn Thr Glu Leu lie Asn Asp Arg Leu Lys Lys Ala Asn Leu Gin 
1745 1750 1755 



He Asp Gin lie Asn Thr Asp Leu Asn Leu Glu Arg Ser His Ala 
1760 1765 1770 



Gin Lys Asn Glu Asn Ala Arg Gin Gin Leu Glu Arg Gin Asn Lys 
1775 1780 1785 



Glu Leu Lys Val Lys Leu Gin Glu Met Glu Gly Thr Val Lys Ser 
1790 1795 1800 



Lys Tyr Lys Ala Ser He Thr Ala Leu Glu Ala Lys He Ala Gin 
1805 1810 1815 



Leu Glu Glu Gin Leu Asp Asn Glu Thr Lys Glu Arg Gin Ala Ala 
1820 . 1825 1830 



Cys Lys Gin Val Arg Arg Thr Glu Lys Lys Leu Lys Asp Val Leu 
1835 1840 1845 



Leu Gin Val Asp Asp Glu Arg Arg Asn Ala Glu Gin Tyr Lys Asp 
1850 1855 1860 



Gin Ala Asp Lys Ala Ser Thr Arg Leu Lys Gin Leu Lys Arg Gin 
1865 1870 1875 



Leu Glu Glu Ala Glu Glu Glu Ala Gin Arg Ala Asn Ala Ser Arg 
1880 1885 1890 



Arg Lys Leu Gin Arg Glu Leu Glu Asp Ala Thr Glu Thr Ala Asp 
1895 1900 1905 



Ala Met Asn Arg Glu Val Ser Ser Leu Lys Asn Lys Leu Arg Arg 
1910 1915 1920 



Gly Asp Leu Pro Phe Val Val Pro Arg Arg Met Ala Arg Lys Gly 
1925 1930 1935 

Ala Gly Asp Gly Ser Asp Glu Glu Val Asp Gly Lys Ala Asp Gly 
1940 1945 1950 

Ala Glu Ala Lys Pro Ala Glu 
1955 1960 



<210> 18 

<211> 26 

<212> DNA 

<213> Homo Sapiens 

<400> 18 
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cgggtaccat ggcacagcaa gctgcc 



<210> 19 

<211> 26 

<212> DNA 

<213> Homo Sapiens 

<400> 19 

gactagtctt ctcgtcctcc acctgc 26 

<210> 20 

<211> 10 

<212> PRT 

<213> Homo sapiens 

<400> 20 

Ala Leu Pro Gly Ala Phe Lys Thr Arg Lys 



<210> 21 

<211> 10 

<212> PRT 

<213> Homo sapiens 

<400> 21 

Glu Glu Leu Val Lys Val Arg Glu Lys Gin 



<210> 22 

<211> 10 

<212> PRT 

<213> Homo sapiens 

<400> 22 

Ala Asp Gly Ala Glu Ala Lys Pro Ala Glu 



5 



10 



5 



10 



5 



10 
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"O" document referring to an oral disclosure, use, exhibition or other 
means 

"^P^ document published prior to the international filing date but later 
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understand the principle or theory undcriying the invention 

"X" document of particular relevance; the claimed invention cannot be 
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Box I Observations where certain claims were found unsearchable (Continuation of Item 2 of first sheet) 

This international search report has not been established in respect of certain claims under Article 17(2Xa) for the following reasons: 



because they relate to subject matter not required to be searched by this Authority, namely: 
The inventions as set forth in claims 31, 32 involve methods for treatment 
of the human body by therapy and diagnostic methods and thus relate to a subject 
matter which this International Searching Authority is not required, under 
the provisions of Article 17(2) (a) (i) of the PCT and Rule 39.1(iv) of the 
Regulatiions under the PCT, to search. 
2. aaimsNos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to such an 
extent that no meaningful international search can be carried out, specifically: 



r. Q Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box II Observations where unity of invention is laddng (Continuation of item 3 of first sheet) 

This International Searching Authority found multiple inventions in this international application, as follows: 



As all required additional search fees were timely paid by the applicant, this international search report covers ail searchable 



1. ^x] Claims Nos.: 31, 32 



claims. 



2. 



3. 



□ 



□ 



As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 
of any additional fee. 

As only some of the required additional search fees were timely paid by the applicant, this internatbnal search report covers 
only those claims for which fees were paid, specifically daims Nos.: 



4. 



□ 
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